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COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 



FILE ' REGISTRY ' ENTERED AT 12:08:59 ON 31 JAN 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 30 JAN 2006 HIGHEST RN 873057-98-8 
DICTIONARY FILE UPDATES: 3 0 JAN 2 006 HIGHEST RN 873057-98-8 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2 005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

************************* ******************************************** 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 
********************************************************************* 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/ONLINE/UG/regprops . html 
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LI HAS NO ANSWERS 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 
Structure attributes must be viewed using STN Express query preparation. 



=> s 11 ful 

FULL SEARCH INITIATED 12:10:22 FILE 'REGISTRY' 
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100.0% PROCESSED 13621 ITERATIONS 
SEARCH TIME: 00.00.01 
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=> file caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 167.38 167.59 

FILE 'CAPLUS" ENTERED AT 12:10:26 ON 31 JAN 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 31 Jan 2006 VOL 144 ISS 6 
FILE LAST UPDATED: 30 Jan 2006 (2 0060130/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www . cas . org/ inf opolicy . html 
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AB The invention relates to heterocyclic compds. (shown as I; e.g. 
(lH-benzimidazol-2-ylmethyl) (piperidin-3-ylmethyl) (5,6,7,8- 
tetrahydroquinolin-8-yl) amine trihydrobromide) consisting of a core N atom 
surrounded by three pendant groups, wherein two of the three pendant 
groups are preferably benzimidazolylmethyl and tetrahydroquinolyl , and the 
3rd pendant group contains N and optionally contains addnl . rings. The 
compds. bind to chemokine receptors, including CXCR4 and CCR5, and 
demonstrate protective effects against infection of target cells by a 
human immunodeficiency virus (HIV). Many I exhibit IC50 values of 5-5.5 
nM for inhibition of HIV-1 (NL4.3) replication in peripheral blood 
mononuclear cells and 5 nM-5 nM for inhibition of SDF-la induced 
Ca flux in CCRF-CEM cells, a T-lymphoblastoid cell line that expresses 
CXCR4 . It is also stated that the compds. I behave in a manner similar to 
1,1'- [1,4-phenylene-bis (methylene) ] -bis-1,4, 8, 11-tetraazacyclotetradecane 
(AMD3100) which showed to elevate progenitor cell levels (data given) . 
Although the methods of preparation are not claimed, >170 example prepns . are 
included. For I: X and Y = N or CR1; Z is S, 0, NR1 or CR12; each R1-R6 = 
H or a noninterfering substituent; nl is 0-4; n2 is 0-1, wherein the a 
signifies C.tplbond.C may be substituted for CR5:CR5; n3 is 0-4; wherein 
nl + n2 + n3 = > 2; b is 0-2; wherein the following combinations of 
R groups may be coupled to generate a ring, which ring may be (un) saturated: 
R2 + R2, one R2 + R3 , R3 + one R4 , R4 + R4 , one R5 + another R5, one R5 + 
one R6, and R6 + R6; wherein the ring may not be aromatic when the 
participants in ring formation are two R5; and wherein when n2 is 1, 
neither nl nor n3 can be 0. 

AN 2004:80349 CAPLUS 

DN 140:146136 

TI Preparation of chemokine receptor binding (benzimidazol -2 - 

ylmethyl) (5, 6, 7, 8-tetrahydroquinolin-8-yl) amines and related heterocyclic 
compounds with enhanced efficacy against AIDS and other disorders 

IN Bridger, Gary; Kaller, Al; Harwig, Curtis; Skerl j , Renato; Bogucki, David; 
Wilson, Trevor R.; Crawford, Jason; McEachern, Ernest J.; Atsma, Bern; Nan, 
Siqiao; Zhou, Yuanxi; Schols, Dominique; Smith, Christopher D.; Di Fluri, 
Maria R. 

PA USA 

SO U.S. Pat. Appl. Publ., 154 pp., Cont . -in-part of U.S. Ser. No. 446,170. 
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US 2002-350822P P 20020117 

US 2002-329329 A2 20021223 

US 2003-446170 A2 20030523 

US 2003-457034 A 20030606 

OS MAR PAT 140:146136 
IT 558441-51-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; preparation of chemokine receptor binding 
benzimidazolylmethyl tetrahydroquinolinyl amines and related 
heterocyclic compds . with enhanced efficacy against AIDS and other 
disorders) 
RN 558441-51-3 CAPLUS 

CN 8-Quinolinamine, N- (lH-benzimidazol-2 -ylmethyl) -5,6,7, 8 -tetrahydro-N- [ (3R) 
3-piperidinylmethylJ -, trihydrobromide , (8R) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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AB The invention relates to heterocyclic compds . (shown as I; e.g. 
(lH-benzimidazol-2-ylmethyl) (piperidin-3-ylmethyl) (5,6,7,8- 
tetrahydroquinolin-8-yl) amine trihydrobromide) consisting of a core N atom 
surrounded by three pendant groups, wherein two of the three pendant 
groups are preferably benzimidazolylmethyl and tetrahydroquinolyl , and the 
3rd pendant group contains N and optionally contains addnl . rings. The 
compds. bind to chemokine receptors, including CXCR4 and CCR5, and 
demonstrate protective effects against infection of target cells by a 
human immunodeficiency virus (HIV). Many I exhibit IC50 values of 5-5.5 
nM for inhibition of HIV-1 (NL4.3) replication in peripheral blood 
mononuclear cells and 5 nM-5 ixM for inhibition of SDF-la induced 
Ca flux in CCRF-CEM cells, a T-lymphoblastoid cell line that expresses 
CXCR4 . Although the methods of preparation are not claimed, >170 example 
prepns. are included. For I: X and Y = N or CR1; Z is S, O, NR1 or CR12; 
each R1-R6 = H or a noninterf ering substituent; nl is 0-4; n2 is 0-1, 
wherein the a signifies C.tplbond.C may be substituted for CR5:CR5; n3 is 
0-4; wherein nl + n2 + n3 = £ 2; b is 0-2; wherein the following 
combinations of R groups may be coupled to generate a ring, which ring may 
be (un) saturated: R2 + R2 , one R2 + R3 , R3 + one R4 , R4 + R4 , one R5 + another 
R5, one R5 + one R6, and R6 + R6; wherein the ring may not be aromatic when 
the participants in ring formation are two R5; and wherein when n2 is 1, 
neither nl nor n3 can be 0. 
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TI Preparation of chemokine receptor binding (benzimidazol-2 - 

ylmethyl) (5, 6, 7 , 8 -tetrahydroquinolin-8 -yl) amines and related heterocyclic 
compounds with enhanced efficacy against AIDS and other disorders 

IN Bridger, Gary J.; Skerl j , Renato T.; Kaller, Al; Harwig, Curtis; Bogucki, 
David; Wilson, Trevor; Crawford, Jason; McEachern, Ernest J.; Atsma, Bern; 
Nan, Siqiao; Zhou, Yuanxi; Schols, Dominique; Smith, Christopher Dennis; 
Di Fluri, Rosaria Maria 

PA Anormed Inc., Can.; et al . 

SO PCT Int. Appl., 3 60 pp. 
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US 2002-350822P P 20020117 

WO 2002-US41407 W 20021223 

OS MAR PAT 139:101128 
IT 558441-51-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; preparation of chemokine receptor binding 
benzimidazolylmethyl tetrahydroquinolinyl amines and related 
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AB Title compds. I [wherein ring A optionally comprises a heteroatom selected 
from N, 0, or S; R1-R3 = non-interfering substituents / R4 and R5 = 
independently H or (un) substituted alkyl, alkenyl, alkynyl, or acyl; or 2 
R5 may form a cyclic amine, optionally containing 1 or more N, 0, and/or S; R 
= independently H or alkyl; X = 0 or S or (un) substituted C or N; Y = 
independently halo, OH, SH, SO, S02, non-N containing organic moiety, (CH2)xCN, 
( CR2 ) XNR5 2 , ( CR2 ) xNR ( CR2 ) xNRR4 , ( CR2 ) xNR ( CR2 ) xNR ( CR2 ) xNR5 2 , 
(CR2 ) xCO (CR2 ) XNR52 , (CR2 ) xCO (CR2 ) xNR (CR2 ) XNRR4 , 
( CR2 ) xCO ( CR2 ) xNR ( CR2 ) xNR ( CR2 ) XNR5 2 , ( CR2 ) xNRCO ( CR2 ) xNRR4 , 

(CR2 ) XNRCO (CR2 ) xNR (CR2 ) XNR52 , (CR2 ) xNRCO (CR2 ) xNR (CR2 ) xNR (CR2 ) xNR (CR2 ) XNR52 
, CH:NZ, (CR2)xZ, NR(CR2)xZ, (CR2)xNROH, (CR2 ) xCONROH, or (CR2) xCR :NOH; or 
2 Y groups may be connected to form a fused ring with Ar; Z = 

(un) substituted (hetero) aryl ; Ar = (hetero) aryl ; m = 0-2; n = 0-2; p = 
0-4; q = 0-3; x = 0-4; with provisos; and pharmaceutical^ acceptable 
salts and pro-drugs thereof] were prepared as modulators of chemokine 
receptor activities. For example, reductive addition of 3 -cyanobenzaldehyde 
to 8-amino-5, 6, 7, 8 - tetrahydroquinoline using sodium triacetoxyborohydride 
in CH2C12 afforded N- (5,6,7, 8-tetrahydro-8-quinolinyl) -3 -cyanobenzylamine 

(81%). Alkylation with N- (tert-butoxycarbonyl) -2- 

chloromethylbenzimidazole using N,N-diisopropylethylamine and KI in MeCN 
(88%), followed by hydrogenation in the presence of Raney nickel (79%), 
gave the tertiary amine II (AMD9679) . Compds. of the invention tested for 
inhibition of HIV-1 NL4 . 3 or IIIB replication in MT-4 cells exhibited EC50 
values of 0.002 uM/mL to 20.0 KiM/mL. Thus, I are useful for the 
treatment of human immunodeficiency virus (HIV) and/or feline 
immunodeficiency virus (FIV) . 
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